Na+ influx and cell growth in cultured human fibroblasts. Effect of indomethacin.
The effect of indomethacin on Na+ influx and cell growth in human diploid fibroblasts (HSWP) has been investigated. It was found that both indomethacin and aspirin block serum-stimulated Na+ influx in a dose-dependent manner (Ki = 0.34 +/- 0.04 mM and 11 +/- 1 mM respectively) while having no effect on influx of Na+ in the absence of serum. The Ki for inhibition of [3H]thymidine incorporation into HSWP cells (0.28 +/- 0.02 mM) closely correlated with the Ki for inhibition of Na+ influx. The onset of action of indomethacin is rapid (within 2 min) and inhibition of Na+ flux is readily reversed (within 5 min). Other workers have reported that indomethacin is cytostatic for human fibroblasts presumably via a slowly developing inhibition of "A" system amino acid transport [6]; however, present results indicate that inhibition of Na+ influx in HSWP cells occurs much more rapidly than the inhibition of amino acid transport observed in other human foreskin fibroblasts and therefore may be more closely related to the primary cellular locus of indomethacin action.